ABSTRACT
Ca2tdependent isoforms (NOS1 and 3) were found to be constitutively expressed whereas a Ca2tindependent isoform required induction (iNOS or NOS2). It is now known that NOS1 and 3 can also be induced (69), and that NOS2 is expressed in some tissues constitutively (70, 71) . NOS2 produces sustained, presumably up to micromolar concentrations of NO, which we postulate, when compared to the rather pmolar range of Ca2-controlled NO production by NOS1 and 3, may be able to exhaust the well-developed and normally very efficient cellular defense mechanisms.
NO chemistry is complex (50) and still is not fully understood in a cellular context. The concentration ratios between NO, 02, and O2 primarily determine the fate of NO (50, 51). Hypoxia, arising during cancer development, and most intriguing, as a synergistic inducer of NOS2 expression (72), may favor the re- These results are consistent with the hypothesis of the existence of a negative feedback loop (Fig. 1) 
